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We acknowledge that the true protective effect of folate on the risk of colorectal cancer should be reconsidered after accounting for the effect of fiber. When we reanalyzed the data by adding the fiber intake to the final mode, we found no statistical significance in the association of folate with colorectal cancer risks (odds ratio: 0.61, 95% confidence interval: 0.34-1.08) on comparing the highest quartile with the lowest of dietary folate. Although there was obviously the attenuation of effect of folate after further adjustment for fiber, we also observed widening of confidence intervals, indicating collinearity between these two nutrients. The Spearman correlation coefficient between folate and fiber was 0.93 in this data. A possible reason for this collinearity could be that the foods that provide folate and fiber mainly consist of fruits and vegetables. In the observational study such as ours, it may not be possible to see the independent effect of each nutrient when one is highly correlated with the other.
We agree with the point raised by Dr Arasaradnam that folate has been hypothesized to perform a dual modulatory role in carcinogenesis. As mentioned in a previous review article ( Kim, 2007) , folate may either promote or inhibit the progression of an established neoplasm depending on the cell/tissue status (normal/aberrant crypt foci, adenoma or cancer) and nutrient status (deficient or supplemental). With regard to colonoscopy, it was not possible to know whether the study subjects had been screened before diagnosis, as we did not ask about that in this study.
Colonoscopy was not popular at the time when the subjects were recruited for this study. According to the most recent article (Park et al., 2009) , the prevalences of colorectal polyp and advanced neoplasm were reported to be 33.3 and 2.2%, respectively, among Korean population. However, it appears, to be difficult to predict the effect of those with undetected polyp among controls at the time of interview on the association between folate and colorectal cancer.
As mentioned by Dr Arasaradnam, we have been exploring the gene-diet interaction (for example, folate and MTHFR). We hope to present the next paper on this research topic very soon.
